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2 . Description of Related Art 
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Page 3, between lines 4 and 5, insert a new paragraph heading as follows: 



SUMMARY OF THE INVENTION 



Page 6, between lines 6 and 7, insert a new paragraph heading as follows: 



BRIEF DESCRIPTION OF THE DRAWINGS 
I^Page 6, lines 27-32, delete current paragraph and insert there for^^ 
Examples of polymorphic Env HERV-W sequences are represented in the attached figure 1, 
the corresponding DNA sequences being represented in figure 2. These figures represent the 
alignment of protein and nucleic acid sequences obtained by sequencing clones derived from 
three different individuals. Speciflcially, figure 1 represents the consensus protein sequence 
(SEQ ID NO:55) aligned with the three individual protein sequences respectively labeled 
DNA 6 (SEQ ID NO:57), DNA 10 (SEQ ID NO:59) and DNA 21 (SEQ ID NO:61), and 
figure 2 represents the corresponding consensus DNA sequence (SEQ ID NO: 54) aligned 
«— with the three individual DNA sequences respectively labeled DNA 6 (SEQ ID NO: 56), 
DNA 10 (SEQ ID NO:58) and DNA 21 (SEQ ID NO:60). 

j^Page 6, lines 34-39, delete current paragraph and insert therefor: 
Moreover, the polymorphism of the LTR which directs the transcription of the env gene 
located on chromosome 7 was studied. Two groups of 5' LTRs are observed, the nucleic acid 
sequences of which, obtained by sequencing two clones originating from two different 
individuals, are represented and aligned in figure 3. Speciflcially, figure 3 represents the 
consensus DNA sequence (SEQ ID NO: 62) aligned with the two individual DNA sequences 
respectively labeled LTR6 cl A (SEQ ID NO:63) and LTR21 clS (SEQ ID NO:64). 



Page 7, before line 1, insert a new paragraph heading as follows: 



DETAILED DESCRIPTION OF PREFERRED EMBODIMENTS 
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Page 18, line 17 to page 19, line 13, delete current paragraph and insert th erefor: 
The production of polyclonal and monoclonal antibodies is part of the general knowledge of 
those skilled in the art. Mention may be made, by way of reference, of Kohler G. and 
Milstein C. (1975): Continuous culture of fused cells secreting antibody of predefined 
specificity, Nature 256: 495-497 and Galfre G. et al. (1977) Nature, 266: 550-552, for the 
production of monoclonal antibodies, and Roda A., Bolelli G.F.: Production of high-titer 
antibody to bile acids, Journal of Steroid Biochemistry, Vol. 13, pp 449-454 (1980), for the 
production of polyclonal antibodies. For the production of monoclonal antibodies, an 
immunogen may be coupled to Keyhole Limpet Hemocyanin (KLH peptide) as a support for 
the immunization, or to serum albumin (SA peptide). The animals are given an injection of 
immunogen using complete Freund's adjuvant. The sera and the hybridoma culture 
supernatants derived from the immunized animals are analyzed for their specificity and their 
selectivity, using conventional techniques, such as for example ELISA or Western blot 
assays. The hybridomas producing the most specific and the most sensitive antibodies are 
selected. Monoclonal antibodies may also be produced in vitro by cell culture of the 
hybridomas produced or by recovery of ascites fluid, after intraperitoneal injection of the 
hybridomas into mice. Whatever the method of production, by supernatant or by ascites, the 
antibodies are then purified. The purification methods used are essentially ion-exchange gel 
filtration and exclusion chromatography or immunoprecipitation. A number of antibodies 
sufficient to identify the most effective ones are screened in functional assays. The in vitro 
production of antibodies, of antibody fragments or of antibody derivatives, such as chimeric 

antibodies produced by genetic engineering, is well known to those skilled in the art. 

Page 20, lines 10-21, delete current paragraph and insert therefor: 



The expression "element which ensures the expression in vivo of said gene" refers in 
particular to the elements required to ensure its expression after it has been transferred into a 
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target cell. They are, in particular, the promoter sequences and/or the regulatory sequences 
which are effective in said cell and, optionally, the sequences required to allow the 
expression, at their surface, of an inhibitory polypeptide or molecule, as mentioned above. 
The promoter used may be a viral, ubiquitous or tissue-specific promoter or a synthetic 
promoter. Exam ples of such promoters have been described previously. 
Page 25, line 4 to page 26, line 11, delete current paragraphs and insert therefor: 



In order to study the polymorphism of the coding region of the envelope and of the associated 
5' LTR U3 promoter region, located on chromosome 7, amplification specific for a 10 kb 
fragment is carried out using a pair of specific primers. In fact, given that the HERV-W 
family comprises many noncoding copies and in particular a considerable number of LTRs, 
this strategy makes it possible to specifically and jointly amplify the env region and its 
promoter sequence (5' LTR) located upstream, exclusively on chromosome 7. For this, use is 
made of a primer U6198 (SEQ ID NO:29) which hybridizes on a specific sequence located 
upstream of 5' LTR on chromosome 7, and a primer L6186 (SEQ ID NO:30) which 
hybridizes in an overlapping manner on the 3' LTR U5 region and the adjacent cellular gene, 
on this same chromosome. Long distance PCR (or LD-PCR) is carried out under the 
following conditions, 1 x 5 min at 94°C, 10 x (10 sec at 94°C, 30 sec at 55°C, 8 min at 
)£y 68°C), 25 x (10 sec at 94°C, 30 sec at 55°C, 8 min at 68°C + 10 sec/cycle), 1 x 7 min at 

68°C, in the presence of amplification buffer (50 mM Tris HCL, pH 9.0, at 25°C, 15 mM 
(NH 4 ) 2 S0 4 , 0.1% Triton X-100); 1.5 mM MgCl 2 , 0.25 mM of each dNTP, 330 nM of each 
primer (U6198 and L6186), 1U of DNA polymerase and also 200 ng of matrix (genomic 
DNA) in a final volume of 50 ml. 



A nested "env" PCR and also a nested "LTR" PCR are carried out using this diluted 10 kb 
PCR product, in order to objectify the presence or absence of a polymorphism of these two 
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regions. The dilution allows specific amplification from the LD-PCR product and not from 
the starting genomic material. The nested "env" PCR is carried out using the U6189 (SEQ ID 
NO:31) and L6186 (SEQ ID NO:30) primers, the U6189 primer being that used for the 
LD-PCR, the U6189 primer being located upstream of the env ATG. The 5' LTR U3 region 
is amplified with the U6460 (SEQ ID NO:32) and L5643 (SEQ ID NO:33) pair of primers. 
The U6460 primer hybridizes upstream of the 5' LTR, while the L5643 primer hybridizes in 
the R domain of the 5' LTR. The nested PCRs are carried out under the following conditions, 
1 x 5 min at 94°C, 30 x (1 min at 94°C, 1 min at 53°C, 3 min at 72°C), 1 x 7 min at 72°C, in 
i the presence of amplification buffer (10 mM Tris HCL, pH 8.3, 50 mM KC1), 1 .5 mM 

MgCl 2 , 0.25 mM of each dNTP, 330 nM of each primer, 1.25U of DNA polymerase and an 
aliquot of the LD-PCR amplification product, in a final volume of 50 ml. 



(p. 



Page 26 , line 22 to page 27, line 20, delete current paragraph and insert therefor: 

Polymorphism of the env gene: the use of 20 primers (10 even sense primers: 6302 to 6320, 
SEQ ID NOs: 34, 36, 38, 40, 42, 44, 46, 48, 50 and 52, and 10 odd antisense primers: 6303 to 
6321, SEQ ID NOs: 35, 37, 39, 41, 43, 45, 47, 49, 51 and 53) makes it possible to sequence 
the coding region of the envelope using the nested envelope PCR product. These primers may 
also be used for analysis of the polymorphism by SSCP. By way of example, the sequences 
of the envelope genes of three healthy donors labeled D6, D10 and D21, are illustrated in 
figure 2. These sequences show the existence of a low polymorphism rate. If the envelope 
sequence of donor D6 is used as an arbitrary reference, the sequence of the envelope of donor 
D21 has a mutation at position 386 (T386C), the replacement of the thymine with cytosine 
inducing an amino acid change of valine to alanine (VI 28 A by protein numbering). 
Similarly, the sequence of the envelope gene of donor D10 has two mutations relative to the 
sequence of donor D6, at position 671 (T671C) and 920 (G920A), inducing two amino acid 
changes, from valine to alanine (V224A by protein numbering) and from serine to asparagine 
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